Introduction KIT (a.k.a. c-kit) K641E murine GIST model by microarray, quantitative PCR and immunofluorescence. Gja1/Cx43, Gpc6, Gpr133, Pacrg, Pde3a, Prkar2b, Prkcq/Pkc, Rasd2, Spry4 and Tpbg/5T4 were 
and has also been encountered as a germ-line mutation associated with hyperplasia of the ICC layer and GIST formation [4] . Transgenic 
Materials and methods

Animals
Transgenic Kit K641E mice [5] formed as previously described [5] . 
Mice were killed by cervical dislocation. The stomach was removed and transferred to a Petri dish filled with 0.1 M phosphate buffered saline (PBS), pH 7.4 at room temperature (RT). Surrounding tissues (pancreas, mesentery, fat, etc.) were carefully removed without damaging the serosa. The antrum was delineated from the gastric corpus based on visual landmarks on the serosa.
Gene expression analysis
Immunofluorescence
Specimens for IF were processed as described [9] 
Confirmation of differential gene expression by qPCR
We used qPCR to further examine the expression of a subset of 13 We also assessed by qPCR expression of Kit, which is the best established marker for ICC (for review see [11] ) and the protooncogene most often activated in human GIST [12] and of Discovered on GIST 1 (Dog1), a gene strongly up-regulated in human GIST and also expressed in normal ICC [13] (Fig. S1) . Similarly, Pde3a-ir was also observed in Kit-ir ICC while no Pde3a-ir was detected in the myenteric plexus (Fig. S2) . (Fig. S3 ).
In all conditions tested, Gja1/Cx43-ir, a marker for gap-junctions, was detected as tiny dots mostly present on, but not restricted to, Kit positive ICC, as Gja1/Cx43-ir was also occasionally encountered in the regions of the myenteric plexus and between Kit negative smooth muscle cells in the antrum
Spry4-ir and Tpbg/5T4-ir are detected in Kit-ir ICC only in Kit K641E
Spry4 and Tpbg/5T4 are important for embryonic development and their deregulation leads to malignant cell growth [14, 15] . [16] . (Fig. 4a) .
Sprouty proteins represent a major class of ligand-inducible inhibitors of RTK-dependent signalling pathways
Spry4-ir was observed in the Kit-ir hyperplasic layer in P14 homozygous
The oncofetal protein, Tpbg/5T4, is a membrane tumour-associated protein expressed in various carcinomas [15] 
Myenteric plexus exhibited both Spry4-ir and Tpbg/5T4-ir in all conditions analysed. (Figs 3 and 5).
Discussion
Three knock-in mouse models have been generated to model familial forms of human GIST with germ-line oncogenic Kit mutation: Kit del-V558 [17] , Kit K641E [5] and Kit D818Y [18] . In the Kit del-V558 model [17] tumour response to imatinib has been investigated using microarrays [19] but, to the best of our knowledge, this study in Kit K641E is the first to address difference in the transcriptome between a GIST model and its normal counterpart. [15] . Tpbg/5T4 affects cell motility through interactions with E-cadherin [22] . It is involved in cell migration during embryogenesis and in cell invasion associated with implantation. Due to its restricted expression profile, Tpbg/5T4 is regarded as a tumourassociated antigen [15] and is a promising target for anti-tumour vaccine development and for targeted therapy with exotoxin. The cancer vaccine TroVax, a modified vaccine Ankara encoding the tumour-associated antigen Tpbg/5T4, has been tested in phase I and II studies in colorectal cancer patients [23] and in an openlabel phase 2 trial in hormone refractory prostate cancer patients [24] . 
